We report studies on two GermanAmerican persons with systemic amyloidosis. Affected subjects presented with carpal tunnel syndrome in the sixth decade of life followed by peripheral neuropathy. DNA analysis of the transthyretin gene showed a new point mutation which is responsible for substitution of valine for isoleucine at position 107 of the transthyretin molecule.
Familial amyloid polyneuropathy (FAP) is a late onset autosomal dominant disorder characterised by systemic amyloid deposition.' Although more than 40 transthyretin (TTR) gene mutations responsible for the disease have been identified, in many cases the genetic disorder remains unknown.
In this study we report a new mutation in exon 4 of the TTR gene which is associated with amyloid polyneuropathy and also a restriction enzyme analysis to detect the mutation.
Case reports CASE 1
A 74 year old man developed tingling and numbness in both hands at the age of 56 and received surgical carpal tunnel releases. He had similar symptoms in his distal lower extremities at the age of 65. Amyloid deposition was proven by quadriceps muscle biopsy. He also suffered from a thyroid disorder but further information was not available.
CASE 2
A 61 year old man noticed burning sensation in his fingers and was diagnosed to have carpal tunnel syndrome at the age of 56. He subsequently developed polyneuropathy in his lower limbs. He had weight loss, severe dysgeusia with a metallic taste in his mouth, severe constipation, and sexual impotence. Biopsied specimens of sural nerve, rectum, and flexor retinaculum showed amyloid deposition. His father died at the age of 60 of a very similar illness and the necropsy showed amyloidosis. Four of his father's sibs had similar symptoms, but no additional details were available.
Both patients are American of German descent.
Methods DNA of FAP patients was screened for polymorphisms in the TTR gene by single strand conformation polymorphism (SSCP) analysis and exons 2, 3, and 4 of the TTR gene were examined by the direct DNA sequencing method as previously described. therefore had a digestion band of 78 bp, while normal controls showed a band of 98 bp (fig 2) .
Since carpal tunnel syndrome is a symptom commonly observed in non-amyloidosis patients, the diagnosis of FAP is often missed in patients presenting with carpal tunnel syndrome. When patients with carpal tunnel syndrome have a family history or develop lower limb neuropathy or autonomic neuropathy or both, DNA testing for TTR mutations should be considered. 
